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AUSTRALIA 
Patents Act 1990 



NO, 4303 



RECEIVp 

AUG 2 1 20j)2 

TECH CENTER 1600/2900 



IN THE MATTER Or Australian Patent 
Apphcation SeriaJ No. 696764 by Human 
Genome Sciences, Inc. 



-and- 

IN THE MATTER OF Opposition thereto 
by Ludwig Instirute for Cancer Research 

STATUTORY nirr-r ^t> 

5066 d , I ', FranC ' 8 JOHn Ba " ard ' ° f 21 WiMo * brid S e G ™-. Bumside. South Australia 
5066, do solemnly and sincerely declare as fojlowa: 

I. INTRODUCTION 

1.1 L^glnstWfor^^ 
for my series as a science expert i n connection w,t h Ludwig MMl , opposilion to ^ 
issuance of an Australian patent to Human Q ^ ^ ^ ^ 

Australian Patent Application No. 69676. The patent appUcat.o* relates genera„y * a, 
.solaced polynucleotide and protein for a„ aUeged nove , VflScuUr endothelial ^ ^ 
called 'Vascular Endothelial Growth Factor 2" ("VEGF2") 

1-2 The first evidence that I prodded in the opposition proceeding was a 
declaranon from February 2000 (hereinafter referred to as "OJB1" (Opponent, John Ballard 
1st Declaration)). My first declaration included a brief resume of my scientific experience ' 
and explained that I had reviewed and agreed with a detailed declaration executed by Pet CT 
Rogers (hereinafter "OPRl"), to which 1 will r*fer ,».:„ 

1.3 In answer to Ludwig Institute", initial evidentiary submission, HGS 
filed declarations from si* sci mists, John Stanley Matrick (hereinafter "AJNfl "(Applicant, 
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John Manic*, 1st Declaration);, Jennifer Ruth Gamble C'AJGI"), Nicholas Kin, Hayward 
("ANH1"), Thomas Rapoport ("ATRl"), Stuart Aaronson ("ASA 1 "), and Susan Power 
("ASP1"). 

1 .4 Jn reply to HGS's declarations, Ludwig filed second declarations from 
Dr. Ahtalo (OJCA2), Dr. Roger, (OPR2) and me (OJB2). HGS then obtained special 
permission to file still further evidence, in the form of supplemental declarations by Dr 
Power (ASP2). Dr. Hayward (ANH2), and Dr. Aaronson (ASA2). Ludwig Institute ^ 
to review these most recent declarations filed by HGS and evaluate them in the context of all 
of the documents that have been filed in this proceeding. 

1.5 I hereby reaffirm my understanding that I have an overriding dury to 
the Patent Office (and to any Australian Federal Court that should review the Patent Office 
decision) to provide objective scientific analysis that I believe to be truthful. I hereby affirm 
that, to the best of my knowledge and belief, factual statements herein are .rue and opinion 
statements herein represent my objective scientific opinion and analysis. 

1 .6 Unless I specifically state otherwise below, I affirm the facts and 
opinions expressed in my prior declarations (i.e., in OJB1/OPR1 and OJB2). Nothing in 
HGS's evidence-in-answer causes me to change the opinions embodied in my earlier 
declarations. (In fact, it is worth observing at the outset that HGS did not specifically dispute 
my second declaration in the further evidence that they submitted.) 



n. THE CRITICISMS OF DR. ALITAJLO S SECOtVD DECLARATION ARE 

i*i E Rl TjuE SS i 

2.1 Notwithstanding the further evidence filed by HGS, in my opinion Dr. 
Alitalo's experiments remain the only experimental evidence in this proceeding directed to 
the question of whether VEOF2, as taught in the opposed application, is expressed and 
secreted by cells. As reported in his first two declarations, Dr. Alitalo has repeatedly found 
that expression and secretion does not occur. Drs. Aaronson and Hayward urged that these 
experiments were defective and the results should be ignored, but their criticisms are 
unfounded. Having analyzed Dr. Alitalo's reported experiments and results, and also all of 

the CTificismc hv rjre lirnncnn ir» n .,.,j T „ ._ i t j .1 «i * m i . . 

experiments are the most relevant to the teachings of the opposed application and are 
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this section. na^rward analysis m 

A. Falhrc „ „,. . 6 „ erol()go|u ^ 

™ the effect of a^.tlT *" " ' *"* « - 

«*— . (Sea t! ANH2 iM « TT^T"" S,8 " a ' Seq "*° Ce " ** 330 " m "" > «"l VEGF2 
A"«'°'se*POTm™ts,bu, rather in HG<:v • ^ The flaw i 5 „o, fa Dr . 

Institute, second cvidend JT„ " OS ! A * «—» gained in Lodwig 

"°*^ SuWs '°^*"PP<'«ed application do.>iK> tR »ch»^ 

.o ^ ,„« vbob «t'„ce ^r^r show! *" * in 

».ve been UM „cc« sn< e I b 8 ° f ^ «•« 

ovidence .„d sT " eXK " 3iVe " " P,ained *■ 

ev.dence and someomes admitted b> HQS declarants the VEGF2 of *. 

-thou, the benefit of ,, radsight we no> , ihj[ * 

*. ■»«« invo.vad a missing sigMl ^ ,„„ o „ er ^^ teTaat 

that VEGF2 seouenee as ^ , 

dtr ? : Hos ducove - d *• ~ - «-*-* ^ 

d-acova^ ,„ b. e„„ ug h to « e . ^ 

»n,,no acd form of V E0F2 . ,„ ,„„ ^ ^ 

^w,ata " Pr0b '° m ° U ^ P * P ' id= ' ^ ^ ^ benefit ° f hind ^ 

2 3 >" opinion. D , Alial<! , expcrimentsMr< , pri)perlydes edioMs[ 

ma oppoaed application's teachings, which are .harn,!..™^,^^ , ... . 

-da, of w„,c„ wrox i m . tel , r „, t „ ^ ^ a jei]ueiics 

opposed appiication „ p. 4., Those w =r a the sp«if,c teaches ,o th, pabhc aboo, the aobjec, 
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matter of 4. wKa . Q ^ ne ^ by HGS are a form f ■ • 

— - 1 — * - « — a ^ ^ — ' - 

Alualo and others have taught the nubH, u u ' kB ° Wmg What Dr " 

wu Snt me public about the VEGF-C at * n ~ . j 

accurate and placed the n«M,v • a PPl»«tton wore 

«d« h - " h,nesofih ' oppos « i ^»-'»-»^i.o,« lu »,t he . M „ wtothis 



question is no 

■B. Controls 



With almost * UWeliab,e ^ ^ A,, " ,a,0 ' S «P«^ or conclusions 

With almost a„ y cental , ^ ^ ■ 

—.fir some parameters fo, which the experiment. d>d not report con J 3 ^ ^ 
-e. such a scienrist is aJso famiIiar ^ ^ ^ £ * — 

uncontrove^al, and which are more cnncal to the vana bl e be ing tested fa J 

of the controls on which the HGS exoert, f ■ * m 

rne HGS experts focus arc senous experimental omissions or 
omissions that could reasonably be exoected to *fW, .i. 

Ai' t i .-.j o« expected to affect the experimental conclusions of Dr 

Ahtalo, ,f mdeed Dr. Altai* omitted them at all. 

variab.e h- h K 5 Dr AIital ° ^ Para,,el eXpen ' mCmS Whe « * c "leaning*! 

ZTr " PU,atCd W " ^ idCntily ° f the insert h * e — r. IT* 

VHGP2 a rr c c r or insen worked just fine ' ^ jt ^ * ^ *• 

(VBGP a T m OPPOS6d aPPHCati0n beC8U3e * ^ ~ - "P**. 

(VEGF-C) and negate (mock transfection/empcy vector) control, in Dr. Altaic', 

experiments were the meaningful controls that a scientist with gener,, ^ in ^ fie]d 
of study would have looked for. 

C. TrWection Efficiency, cell density, and cell growth conditions. 

2.6 The HGS experts alleged that Dr. AJitalo's experiments failed to report 

data,,* of the infection efficiency of the plasmids used in the experts, eel, densities, or 

ceiJ irrowth condition.'? fAM^o i <, a c* a -i . . ~. 

N ^ , .^^^ qi ^^-^^^ j ncse cnncisms are defective for 

several reasons, 
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Officefro ^'""^^^w-.^^d.p,,,,, 

Office from important deraik by drawing aeeMw.H^^ . • - 

of transfecaon e fficienc y, ce]1 densily> flnd ceu ^ ^ variabjes ^ 

would have expected to rcad in an ^ ^ ^ ^ ^ ^ 

b~« or *e h, gh degree of cxperience m ^ field wift <hese techndogies 

chey are not details which , would expcct , ^ (q ^ fa _ P • 

journal for peer review and publication ^ the editors WQuld ^ ^ ^ , 

2.8 Second, when judging the controls that Dr. Alitalo reported in OKA2 
one must also member the context in which that document w M creat ed. Dr. Alitalo had ' 
already perfonned perfectly adequate experiments based on the opposed application and 
reported hi, results in OKaI The experiments reported in OKA2 were perfonned to address 
specific cnticisms of OKA1 raised by HQS in their first series of declaration*. (See OKA2 at 
1-2. 3.1, and 3.1 1-312, for example.) Dr. AJitalo reported those details which showed that he 
had conned and controlled for the variables that HGS's declarant, allegedly had found 
problematic with his first declaration. Given that Dr. Alitalo'a instructions for his reply 
declaration were "to design and perform further protein expression studies that would address 
concerns raised by AJG 1 , ANH 1 , and ASA! directed towards my first declaration," it should 
not be surprising to any reader that he did not report on the details about which Drs. Hayward 
and Aaronson are now complaining. Neither Dr. Hayward nor Dr. Aaronson raised these 
issues in their first declarations, necessitating no reply by Dr. Alitalo. 

2.9 Third, and most importantly, these criticisms are rendered moot by the 
parallel design of Dr. Alitalo's experiments. It is apparent to me that Dr. AlitaJo used the 
same procedures for the VEGF2 clone and the positive (VTQF-C insert) and negative (no 
insert) controls. Had Dr. Alitalo ran his transections or cell cultures defectively, then he 
would not have seen a positive result with the VEGF-C expression. The visible VEGF-C 
expression shows that there were no transfection problems, cell density issues, or cell growth 



n * e ™ X ? mp ' * a paper c °- fluth °red by Dr. Aaronson (Breuninger et al. Cancer 
M,u/Sf I i 7 (, " 5)) thar l0Oks at the ^P^'on °f * multidrug resistance protein in 

I J cells, there is no description of any transfection efficiency experiments. In another 
paper co-authored by Aaronson (Beeler et al„ Mol. Cell. Biol. 7*982-988 (1994)) that looks 

n^?™ S""?f mt (2 h ° Urs) ' * Single ^P^rature (37«Q, and at a single concentration of 
if l O ( 1 00 /iM). Dr. Aaronson did not seem to be concerned that readers would consider ht3 
data meaningless in these papers, notwithstanding the "missing" controls. 
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F™"*™. «« d,c Same for VEGF2 VEGF C .. v 
the defect can only be attributed to E.^ni^O^ because the VEGF C c. T 

«~ —d for alI raeanin ^ van , bJes except ^ variab]e Am* 

fr o m be ing expressed and secreted . , agree ^ Aiita]o ^ 

at 3.13, AJG! at 6.4; ATR1 „ 8;] . is . a ^ ^ 

se,«t,fic expiation, it is attributable to defect, in VEGF2 taught in the opposed 
application, and not defects in Dr. Alitalo's experimental design. 
D. Time Course of Experiments 

2. 1 0 HGS's declarant* criticized that Dr. Alitalo's experimental protocol 
does „oc allow for detection of VEGF2 protein express over vario« 5 time points Rather 
protem Ie v e j s are a3sessed filty hoUfS pM , Uansfectioa (forty . eight hQurs ' 

metabolic labeling)." (ANH2 at 1.5; see also ASA2 at 25.) 

2. 1 1 The criticism of using 50 hour, or 48 hour, or overnight time points 
would appear to be rendered moot by Dr. Power's declaration, because she chose similar time 
points. Dr. Power states that protein expression was visible at both 24 and 48 hours in her 
expenments. [See ASP2 at 1 9 ("The transited cells were cultured for 24 or 48 hours to 
allow for expression of the gene products encoded by each vector."); 22; and 3 1 ("The 
secreted protein w aS visible at 24 hours and 48 hours after transaction.").] In fact, it appears - 
to me that she observed greater expression at 48 hours than 24 hours, although she may have 
adjusted her sample size during gel loading to compensate for this effect. 

2. 1 2 The criticism is further rendered moot by Dr. Alitalo's use of a positive 
control (the VEGF-C plasmid). Had Dr. Alitalo ran his experiments for too short a time, he 

would not have seen a positive result (VEGF-C expressions wirh rh- vnrsv.^ -i 

visible VEGF-C expression shows that the failure to observe VEGF2 expression was not due 
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to inappropriate time points but insr^A * 

f «««-», oui instead to problems wirh vcsro 

application. " h V£GF2 as in the opposed 

, 5 ra „ nin81ess ™ z«tr ° p r - • « , ^ 

«»pr«sio„, secret™ „, • """' 0 " S P "" MK " «"» •«« *. 

nayward s pro fessod opmion that by March 1 QQd u 
host cell ~ould poS5css ^ protcoIvtic . _ * H ' WaS 8Wa « ^ given 

Protein SUch u V EG p 2 to ^ CCllUlar * ^ «™ a 

r W ,t3 maturc fo™. (See ANH2 at 1.7.) 

. raino acw VECF2 ., ^ h fc o ;^xrr are re, " ired - 

E. Dr. mjjcb , rac , orl2ed , ht Alialo n dedjiri0oii 

Dr. Aaronsoo declared m follows . -n- .. , 
VEQF2. 3tauB l„ il , th „ Hr ., . . . Dr AI ««loaI» s pec u I.tt S thai the 

degraded in cells. ( ra Aljta | 0 c,, d .. ., P""* 

observe secreted «cL ** >" 

rve secreted protem «. s om , ne<f from ^ Aaronson , s aiiai ^. s 

W ' Km^SSr" "TO torn** 

INVENTION AT,ONFAn - STO "ESCRIBE A WORKINC 

'*™ , • 3 '' ™° HGSd "^*° Khaveur e ed *»'*«r»««m Office adop, very 
- *u »cr,o„, if HGS'S « u „e„o„,ble standards »„e ached ,„ «. ™u.-l . 
would have to conclude eh., *e opposed application Mr is who,,, defect" " 
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3 -2 For example. Dr. Hayward and Dr A a m„c u 
colons can ^ ftoo] reporo or ^^ ~" - — - - 
on all postal a „d ive M POTO or «"»"6= experiment, f„ „ hieJ , „, 

'■"Mute asked me to review the H.v~ j , n " neVEGF2 «^«on . Ludwig 

«<~e tepoi^d ,„ rtc ^ " M " deC,i " ,, ■ 0 ■" ~ - • * 

apphcation us, n g a similar standard. 

H.vw„d and A „„„ 50 „ „ 2 1 U " d * H0S ' d » l »-». 

P»eedurc. For example Z^Z™ ' T """' 0 ' " ^ *" 

i«.enHo„.H y l Mde d wi , hVEGF2R( , A „ re 1 ulre a positive control lane that was 

-» a -pw M u 4a;;^r; n,ro ' ta •** -"-^ 

B~n.pl. , to indicate ,„., anv "*! ""^ " 

Northern n^ion ^ *2 r "~*r* '■ ID ** - 

n. e anv. ^r:'; ^ - ^d ^ 

' ucn as a gene that was successful! v ■ » . . 

**• »« • P—ess gene that wJnJ ' " ^ 

. .e p CR P „d U e 0 ^ ; 0[ e^ : r r " 

opposed ,„ , mpunties ,„., ^ „ ayc been ^ ^ ~ (» 

•«ts performed to .„„„ tha , u,e m „ slilttd " 7" """"" S " 

standards set by the Hos l"°<"»eB were VEGf 3 protems. According to the 

^ ft. HGS decants. no n,^^, ^ ^ ^ ^ 
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2, because of the lack of any renort^ 

cfHGS (a JO kD . p t6 « in) . ^ Power tepore in ^ 

«o~, d Ki8n , , wouM app , y ^ ^ J ™ -*» for ^ of 

opposed application: 5 10 the exa mp( es of the 

"As discussed above, in the ab^n^ 

costive anaW i 3 ^stT* C ° n «° h > 

condition, and parameter, MlUfZ^T'^^ 

and processing profiles l« „„? expression, secretion, 

are eliminated. The faSure^!. *"-n«««y variable* 

expression vectors cells °, J ^ Problem* with the 

conclusions." ' ' " prec,udes making any meaningful 

(ASA2, par. 26) 

e Kp e n menla » on and ha! ^ ^ »«»» ^ <• <««<■ »„ » 
OM m : s , ~ ^ *. 

««P«rin,c„ Mt i„ n .„ eve „ , eM „, iabk * KM """ «"»PPon=d by 

P«Wd. bu t w Wch , aek=d " " S °" eXP ° rira ™ K Whidl — 

PP«*d flta*, r« 6ardraE >ny 31nJctlIral w ^ rf ^ 

_, 37 7,,eH0Sd=Clar,,io " s ' I<) "°''PP'y''" S «»..star« 1 ^ sforscim , i «, 

^r;v;rTn app,ica,ion of Hos ^ ^ app * - *• ^ *•«-*- 
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biased analysis that th« HGS declarants are off - • t 

"^Pped Hcs speci(i ^ ™ factor, a „ a ■ 

Polypeptide is a sec re,ed ^o^ 6eMr . " " 350 ' mi "° «* 

- » ..aching rf „, H0S spec ..„, SA2 " 10 '' D '' ctaW. Wi 

*~* factor ..... (ASA2 a , , ' ~"« a S . 

•« *„ o^ conD ,. ra A ~:; pparenay ™- - - 

°*pr«s a„d S ecr.,e „,,, DroreI „ „, "* m,U "' *ec.ed to ^ to 

■adccufcr biologist , W „ concWc " """""a 0,8 ° ««»*««*. d. «M 

- - a Wth facw . for * ~ - ~ Of VEGF-r , 

7 purpose. (Compare ASA 2 at 5 and 1 2.) 

.V. ITVCOIVSJSTEIVCIES ijm THE HGS DECLARATIONS. 

^.^IL * - - ■ or 

by the HGS declarants, r have highlighled ^ 
A - Dr. Power 



•2" or its 



— , her second deeper, iE^^^T * — — 
» Dr. H«yw, rd and r, r . Aaronflon 

4 -3 D r-Hayward and Aaronson both say that "VFHP :>•• ^ 
are alternate names for thP on • v EGF-2 and "VEGF-C" 

names for the same protem (ANH2 

parts of their declarations strenuously assert that Mra ,/ , ' 5Ub5tantl ' a, 

were identica, in esaentiaily everv foments by Dr. Ali*lo, which 

. -S, because of the d l5 pa rate nature of the cJones used. 

■hatDr. ABU* D ara„e, ,»„.,_.. "" lar ' ) ' * (AS « « "X * «*. 

application are u „ reIiabte tec.useT aC °"" y l " ed " «" 

because d.spar.t. ^ „„„„„„„ ^ ^ 
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expre Ssi on, secretion and processing profit 0 f a <« • 

VBGF2. (ASA , at 260 P of ^° — acid VEOF2 and 4] 9 amino acjd 

4 3 In his first declaration Dr R 

Now, into -^ddetWo,, h. ° ' " PreSS,0 " S,U ' li "' (S-ANHJ..JJ., 

1.7). " " VEGF " 2 *». fcra." (ANH2 „ 

Drs. Haywu-d and Aaronson both profeas r„ k. . I ■ c 
»PP'k«i°™ as the, »„ uU have b, 7,04 «vah,»„ng , he 

4.8 These examples of inconsistencies whan evAina* ,u > . 
of this proceeding confirm,!, . . , • " C,es when evaluatl "« the subject matter 

P cding confirms the lack of objectivity of HGS decia ranu . 
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«* *• ATCC ... *. _ j;~; ,,h *" H ° S « 

"-Dr. Power c„ uW „ "J^*** «- - «W ^ ,„„ 

-her (ta, d .,,„ atio „ Je , c ■ £ « - *4J Dr. P 0 „ wadmi|s 

- *« D, AIitalo , ^ w „ ^ — (see AS?2 6 , for 

hos ta s « or , e _ lim •»< - ~ — * „ by 

or*, oppo^ . pplk „ ion ^ , A P " 2 " ««« *- . v«r.„er *, 

'■old" evidence. ' *» " «"™P> W Rbbflitue bci 

*" * a „e mpBne » r J* e ^ " ~" * *• — no, be s ,v ing 
po^ioa. ' tereCre "" 0TO *'»»*«»«~.ta«lyl.«,i„ r>I11 . 

° 056 Pfwwion or accuracy of rh,. ^ 



SPRUSON h FERGUSON 



-?3- 

understand the nature of rh~ „i 

the VEGF ? bCCaUSe *^ con »"nue to a* Dr P * 

VEGF-2 cod lng sequence * ■* Dr. Pow r ^ 5pccifical 

~P-ion con^cc confining rhe 350 J ^ ^ 75691 to i- 
—in 350 amino acids . (OKA2 8 * D ^°-r, ». ATCc ^ ^ ^ 

owner in opp os * on proceed .; ^ J* ™'™ «• **** w 0uld cmi5e ^ 

Dr. Aaronson says char h*. fe i n 

(ASA2 „ 12 / he& " s M « , «"'"rid«.i^ ofDr . AIjtaI<i . j 

Sfcw^jSf^™^ «OT OBJECTIVE AND HEK 
OPPOSED APPL!CATO N " N ° T B ASED °"< THE TEAc£^ f the 

*• P.»n, Office l M 3pp^X^rr *" ■»■' re P°ncd ,„ 

«» of*. AT cc 75SS8 c I ^ ** ATC ° *- — - 

<W- S „ pcrim „ a w „ e d " * CM,fira ™» » » of ho. Dr 

«P«n me „ B d escrib ^ fa Pow r ; ^ """—6 or *e s „ aIs of ftc 

«w «co„ d r;; t-* Md • ■ • - <*. Asn „ 70 Dr . 

r.*or Chan „„ quMrio „ of ^ °" *" !S "°" ° f *he can achieve . res „„ 

6-2 For example, Dr. Pow cr says ru™. s . hfl „ M 
ATCC Dep „ si t No . 7JWS „ „„„„„ I Z VEGF-2 co*„ 6 se , um „ emainc , in 
form of VEOF-2" fASP2««, ,"" """" C<> ° 5 ' ^ " e, «™»^« *» 350 amino .cid 

... «. , ta po MiW rjrHo S T;„:* fc ~ ns ° r Dr - A,tato « okaj * 

HOS did no, dcpo s „ , clone co „ ain . ng 3J0 ^ 
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-d^L^ *«* atc C ^ N , 7J69S 

•PP°«d .pplicdon * p. 9 .) ' eP ° SK **' " su PP os « » * "conMIing." fSe<i 

^■4 Likewise £>r Pow 1 
-d fa. of v E0F . 2 ^ jn * » *- *. wk.^ «, 350 

oft*. AliaIo „ QKA2 " ' — X* -Ul- I wis. „„, 



B - frrelevant ResuJfc 



^•^ In njy opinion Dr P » 
Mt show ^ . ' r "~ »■«"<■„ no, condusiv. i» „ y ^ 

i« for the „„„„ „ th „, Jhe .** *" *^ *~ -»■» * sfe , ^ 

Dr. Aaronson seems to be confiiano- h;« .,■ ' CU,a8 "31.) 

? " 1 Dr ^ experiments were not a «,„/,>„• * 
patent application. Thus, irrespective of*. , re "' ,C4tlon teachings i n the 

urapecuve of the results she obtain^ »u . 

— -> — y "uuiu oe irreJevant. 

Moreover her rpenlr. _ • . 

P«*««J . po^ld. of appr „ imKlj , 3 „ ^ (Ajp2 ^ 
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3 1 J The opposed appi icalion . 

experiment in the ■ "PPOsetf appj, C aUon. The onlv 

«n we application (EximnU ?\ y expression" 

OK«« J . 4 ., ^^^^^^ ^ 

»— « WM. (ANH2 „ , ASA2 „ * *" fton, „ GS 

>W „ oppMeJ applicadoi) ~" " 6 - *■ K -ev.„ ce rf fc 
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8.4 The Australian Patent Office should find the inclusion of the Alitalo 
patent files enlightening because of their rich and detailed discussion of protein expression, 
secretion, and mutation studies. They stand "in sharp contrast to the opposed application, 
which provides an incomplete cDNA sequence, a defective Northern hybridization study, a 
meaningless and inadequately described "in vitro" expression experiment, and linle else. 
[OPRl at 4.13-4.13.3; OJB2 at 5.1-5.5,J The differences in the amounts of true scientific 
information provided to the reader are striking. I find it troubling that HGS would try to take 
credit for research and discoveries by the Alitalo research group that owe nothing to the 
teachings of the opposed application, 

B. The prosecution of the Ailtalo patents confirms that AlUalo's VEGF-C 
work is a patentably distinct invention from the HGS VEGF2 work. 

3.5 If the Australian Patent Office needs further explanation distinguishing 
VEGF2 of the opposed patent from Dr. Aliialos VEGF-C work, it need look no further than 
the Alitalo prosecution documents introduced into evidence by HGS. The salient points that 
one can observe from these file histories include the following: 

8.6 The Alitalo group submitted various HGS documents lo the U.S. 
Patent Office as pan of "information disclosure statements. Ludwig Institute's attorneys 
have explained to me that an information disclosure statement is a vehicle to ask an examiner 
to consider certain literature when examining the merits of a patent application. The 
documents that were sent to the U.S, Patent Office for consideration include WO 95/2*473, 
which is the original published version of opposed application, and also related HGS U.S. 
parent applications 08/270,550, filed 08 March 1994, 08/465,968, fled 06 June 1995. and 
U.S. Patent Nos. 5,932,540 and 5,935,820. 

8.7 To secure allowance of their U.S. Patents, the Alitalo group explained 
to the U.S. Patent Examiner that the correctly processed VEGF-C forms that were the subject 
of their claims wore neither disclosed nor suggested by HGS in its VEGF2 applications. The 
U.S. Patent Office agreed, and allowed the Alitalo patents to issue. 

IX. UNCONTESTED ASPECTS OF LUDWIG'S EVIDENCE IN REPLY 

9.1 None of the HGS Declarations respond directly to any issues raised in 
the second Rogers and Ballard declarations. Given that HGS was granted an opportunity lo 
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